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Thank you tlsry mu& for ywur oeurtomy in mimdine; the 1-B. copy af po\sr 
paper with Jaroqwr em the E, coli HL galactosidme. Thie favor, together 
with various hinb~ in !4modrr room& but $nf%quent, letters, and with 
&.bP b%8 S’6liabl4 0QWPCr48, b&d ;;I8 tQ t,h4 %Kif~l’OnW that 1 Wa6 E’OlBi%% 
in~othavingdons thy ause on the occarfm of'writ$ngr?rgocm pap6r an th6 
K-12 ~nayna. X m 6iaccbrcsly awry about this ticasian; if I had lcmxm that 
you had alsu had EI rathtw purrll6Z aontribution in the works, I would NW- 
t&sly haas mda a point rrf ft. Viy 1 hewever point to two crWmmrtances: 
a) mg mm papur was nrittrm fn ama2dsmbla haste, juslt ao I wan pz~ok%ng 
fer 0 long *ip to Coliforrrfa. The m wa8 mii.led a8 we w6r8 lawing ?xwn, 
and proofa were warm& WB we were driving bmk through Nevada 06 Utah. 
I w&8 rmmr vWy uatief’i5d with thcr nab, sepscickliy with tb rathar oloppy 
dstailPr on lact&ic aotfvity, and on th6 axtsnt 6f lytic aaf;Lvation, but I 
laws been arsbd by savoral propia to dofammt the SFG tochnSqt:e, aad It 
would have taken a great mmy more mm&e to iron out those details. bother 
uni'orfwmt% wnasquonca of thie haeta wara the 106~ of a yaragrs@, which 
1itAsrallg just @Uppad out durirys tho typkg rofsrring to the Kunad-Torrian- 
OTib6ta nota on laotm6+ I did nrrt 806 ths Ann. Inst. Parstour acaount until 
mmh later. Butmm importkant~‘Ihd lmg sirm writtin to Kmod about 
Ao%t of the detsrilrr, e6paoiallg the fan-acrtioation effect. Not having heard 
thntyuuhad trSmwurkfng~lmg similar linm~, Ihad no rsamnto owpeot 
that yuu would kunva any raps&al $nterastg &n a subject trhich fa net at Piret 
Sight Qf mUOh @Hl4Pd IrttaF66t. 

Aayoumi&tirorsp66t, 1 mad yew pap6r nlth fmzo anthutsi6m. 1 ahall 
look forward edspmially to 646$,ne; the drtaflo of your imunoohsmitsal amlyofo, 
which appears to b6 approrahing I roVlclrkPbla contrlbutitm. Italy, I hsrplr 
bean irrulM.ng a m&m 6f' dietinat E# uoli ~traino uhleh con ba oroerssd 
w$th W2, etnd anoh othar. i;gnp4 Of th6sSa have dlcMnot so!tuztic antigem, md 
1 had hoped ta fillow up an %mmanolog%ua1 analgeie to deW=m!lm whather they 
might nvt ham a~olagioatly di~tlnguiahabla lacta~lde~ It wight be pamibla 
then to d6t6mine vkether th6 dstarm$imticm of anz~i:tio and sasological 
apacifiaity inight bs Qsnstiaa?7y -parable. Rmr dmnmstr&lon of the twoso- 
raactiwfty ti Jesrobncter urld twe cold, Lactc~sse in amwwhat of+ n damper, however. 
At any rate, it Ira qu.$te appamnt thd we shall have to lean q\dt;a heavily 
an your uxcit3xq Work fn th3.a ~renr 

A word about tie msI itself+ (let: on iI& ~QU have a raf6renw to tabla~f 
which otzould r6&d IfI). %a Of the w% 

T 
bn w)rich I ran into the 348 ractiv&im 

cmm ffram the fact @hat athtznolc&n6 in -EScitrute Wfer) wa6 markedly in- 
hibitory at quit% lopr wna6ntrutimu. Ia it yom$.bla that the tr~-=ethmolmine 
20 alao inhibitory, but that ita sffocf is almmdy nrwtil (1.6*, the ccmpetltlab: 
wlthHY? ahvmdy oomplet6) in the concantratlom you used in ytmr ?WYer 
ti%to. -Tkso to&id 8h6-W up hy differing oanaitftity to X or Ya in diffarant 
l’%A bufftw cunwntrations . 



One of the moet puzzling feature0 of the lonlc aotlvation Is t?~ nature 
of 5ta effects on the enzpe klnetica (p. 385 of’ my paper), which suggested 
a parflaZ$ overlapping of tho adsorption ~lte with that of the eubstrate. 
rhia picture which I proposed ae a merely formal one is given oonaldsrabla 
eubstance by your discovery that the nature of the zubotrate determines 
the kind of response. f could not find in your data the mra to dlstlngul~ 
bczvlween effscrts Mj6cc m is 
K-12 anzgma in 

vatxtih@y 
ionic envlronment6, whareaa M/l lactose ost, 

wlll be under moat aonditlona~ Aa part of a general study on th r" a ourlous 
phenomenon, ~na of the graduate students at that enzyme institute la studylng 
the ionic effects on K0 (maetared as K 

#La 
against CBXPG). I wiil forward his 

findings as they come up, To date, he B 
(frcm lp $0 dry C811& 

been purifying a batoh of enzyme 
- which f understand is quite puny compared to the 

output of the bactogen), and olalms that oold methanol pptm. la a superior 
technd.quep 

A First tenctlon might be that duplication such as our6 might be unfor- 
tunate, but after a llttle reflection, 1 am convinced that thla la not 80, 
eaneclally because of the dlveraity of material and approachoe used. 1 would 
be-prepared to dlecuse any euggeetlona you might have for planning which 
linen of work should be followed in the different laboratprier, but I thlnk 
thlo is probably leee important than a frasuont and hone& exchange of 
Formation. I will admit that thls 1s llkaly to be lopaided, because my 
facllitiect are relatively quite limited, and I can spend only a part of 
my time on anzymological problems (for which teaeon lt la, of oour~b, the 
genetic aspects which are of close& ooncenn). 

Probably, 1 have already mentioned (to Xonod) a mutation leading to the 
constitutivc production of galactoaldaae. For the present, thie seema to be 
ailelic to the Lacl mutation (which blocks adaptation to lactoee but not to 
al@1 galactosidera ). Nsolactosc (altroes-galactoslde) doca not provoke 
laclasc, but is attacked readily by it, again soparatlng the adaptive res- 
ponse fron. the enzymatic attack itBelf.-B&m 

&&x&mxmmm %lo property of neolactose was the basic of the 
orlgfnal isolation of t&e conotitutive, mutation. @&&mx~ Cstf calls 
g%'own on glucose are optimally adapted tc WPG but not to gslactoee, so that 
I doubt if it can be a matter of intracellular product&on of eclf-adapting 
galactosidso. We are W etudylng now, but unfortunately only alowly, the 
lnteraM,lon of Cstf with other gemntype8, ln hybrlda and in mixtures. I would 
give a good daul to have a oystem in co11 K-12 which adapts a little more 
rapidly so that something oould be said of rates of adaptation; from thla 
point MT view, ~tanier18 enz-pee are much more satisfactory (aromatic oxidaeea 
in &mxklmnas) . 
there with Uv, 

we found this Bummer that adaptatlon could be prevented 
without affecting enzyme activity (his material is not a8fected 

by DHP or azide!). The W-inhibited cell8 were suaccptlMo to photoreaotlvatfon, 
ehcwlng merely that the photoreaotivabla prooaes is actually, in DOme oenBe8, 
a tel%&?in1 one. Me thought thut 3dbptation was more sonsitivc than viability, 
but the patont clumping of' the cells makea this rather uncertain. 

Mlth Dautsch on leave (if only that?), there is a certain hiatus ln immuno- 
chamiatrg on this campus. How would you aseeae the chances of vi&t back 
here on your part?- or arc, you planning a more pemanent emigration? 
Meanwhile, Alaln (Bua,sard) ,hae been showing c1c aqd devaloping a few tricks 
in paper electrophoresis. &xcept that this tcchniqua readily shows the 
heterogeneity of IS-12 lacltaaa (assayed on the paper by apraylng CEIPG), 
nothing has cdtlc Or it yet. 

Sincerely, 

PS: Go y& want the ms back? Joshua Ledsrberg 


